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vessel formation. 



vessel formation. 



vessels. 



(As filed) The method of claim 1, wherein angiogenesis activity is decreased. 
(As filed) The method of claim 1, wherein angiogenesis activity is increased. 
(A^led) The method of claim 2, .wherein the response is a decrease in normal blood 

(As filed) The method of claim 3, wherein the response is an increase in normal blood 

6. (As filed) The methhd of claim 2, wherein the response is loss of existing blood 



8. 

rerio, or puffer fish. 

9. 

10. 

11. 

geoe. 



(As filed) The method of cWn 1, wherein the teleost is an embryo, larva, or adult. 
(As filed) The method of clainrl , wherein the teleost is a zebrafish, medaka, Giant 

(As filed) The method of claim 8, whetein the teleost is a zebrafish embryo. 

(As filed) The method of claim 1, wherein^ teleost is a wildtype strain, 

(As filed) The method of claim I, wherein the\eleost contains a mutation in a selected 



12. (As filed) The method of claim 1, wherein the teleo^is transgenic. 

13. (As filed) The method of claim 1, wherein the agent is Administered to the teleost by 
dissolving the agent in media containing the teleost 

14. (As filed) The method of claim l s wherein the agent is admhiistered to the teleost by 
injecting the agent into the teleost 



15. (As filed) The method of claim 1, wherein the agent is j 
conjunction with a carrier. 



ted to the teleost in 



16. (As filed) The method of claim 15, wherein the earner is a solvent, lipid, or peptide. 

17. (As filed) The method of claim 1, wherein the agent is a compound and a libiaiy of 
compounds is screened for angiogenesis activity. 
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18, ^(Asfiled) The method of claim 1, wherein the agent is a nucleic acid, peptide, protein, 
glycoprotein, carbohydrate, l^^w^ycolipid 



19. (As filed) Hie methodof 



. 18, wherein the nucleic acid is DNA or RNA, 



20. (Aa filed) The method of claim 5, wherembteodvessels are visualized by light 
microscopy after alkaline phosphatase staining of the teleost 

21 . (Amended\A method of screening an agent for an effect on cell death 
activity, said method comprising coWtin^ ving teleost p n st 12-hoursnf development with 
a jye with affinity for dead cells, and ^afl^^ iiii^ti^ the agent to be screened t o [ a ] 

tivjng teleost and detecting [a respon ^foe^Ve in at l ft a«t one specific tissue or organ in 
the liviQg teleost indicating an effec^op^d^ath activity in at least one specific tissue or 
organ of the living teleost. 



43. 



(Amended) 



a 



comprising administering the agent to 
gozvme o r mRNA in at least one tissue a: 
in the teleost] indicating toxic activity in the 



ethod of screening an agent for toxic activity in vivo 
in vivo and detecting a change in level of an 
ratLflf the teleost res ponsive to the agent [response 
at teast one tissue or organ of the teleost. 



Please add the following new claims: 



54. (New) The method of claim 2 1 , wherein the response is an increase in 




cell death activity. 

55. (New) 
cell death activity. 



glaim 21, wherein the response is a decrease in 



56, (New) The method o^cjai^n 21 , wherein the response is an increase in 
apoptotdc activity or necrotic activity. 

57. (New) The mdfhod of claim 21, wher^the response is a decrease in 
apoptotic activity or necrotic activity. 
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58. (New) The method of claim 56, wherein the increase in apoptotic 
activity comprises an increase in cell death in a tissue or organ of die teleost 

59 A (New) The method of claim 57 s wherein the decrease in apoptotic 
activity comprises a decrease in cell death in a tissue or organ of the teleost. 

60- (N^w) The method of claim 54, wherein the method further comprises 
detecting a response in cell/death activity in the teleost after a predetermined period of time, 
said time being sufficient for detectable differences in cell death activity to occur in the 
presence of the agent. 

61 . (New) The risethod of claim 56, wherein the increase in apoptotic 
activity is detected by light microscopy or-£hiQggscence microscopy. 

62. (New) The methok of claim 21, whetein the agent is administered to the 
teleost by dissolving the agent in media containing the teleost 

63. (New) The method of blW 21yv^erein a fluorescent dye which labels 
dead or dying cells is administered to the teleokmOT to administration of the agent to the 
teleost. 

64. (New) The^fiethod of claim 63, Wherein the fluorescent dye is 
administered to the teleost by dissolving the fluorescent dVe in media containing the teleost 

65. (New) The method of claim 63 s wherein the fluorescent dye is 
administered to the teleost by injecting the fluorescent dye intone teleost. 

66. (New) The method of claim 63, further comprising administering the 
agent to the teleost by dissolving the agent in the media containing me teleost or injecting the 
agent into the teleost after administration of the fluorescent dye to the teleost 

67. (New) The method of claim 63 s wherein a fluoresc^it dye is a 
monomelic cyanine dye. 
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(New) The method of claim 67, wherein the fluorescent dye is 
benzothiazoUum^-quinolium dye. 



69. 



lew) The method of claim 21, wherein the teleost is a zebrafish. 



70. (New^The method of claim 54, wherein the increase in cell death 
activity is detected in more throne tissue or organ of the teleost simultaneously. 



71. (New) 
activity is detected in more th an one tfo 
predetermined intervals. 



70, wherein the increase in cell death 
le or organ djf the teleost simultaneously over time at 



72. (New) Themethod > 
detecting the increase in cell death aci 



ty overl 



60, wherein the method further comprises 
> at predetermined intervals. 



73. (New) The method of claim S6/wherein the increase in apoptotic 
activity or necrotic activity is detected in at least one arga^pr tissue or combination thereof 

74. (New) The method of claim 21, whereiirtiie agent is a compound and a 
library of compounds is screened for an effect on cell death activit 

75. (New) iheigpthod of claim 43, wherein.the response in the teleost 
indicating toxic activity is detectectover time. 

76. (New) The method of claim 43, wherein the response in the teleost 
indicating toxic activity is detected in at ^e&\two tissues, at least two organs, or at least one 
tissue and one organ simultaneously, 

77. (New) The method of claim^S^tffterein the response in the teleost 
indicating toxic activity is over time at predetermined intervals. 

78. (New) The method of claim 43, further comprising administering the 
agent to at least two teleosts and detecting a response indicating toxic activity in each of said at 
least two teleosts simultaneously. 
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79. (New) The riteffibk of claim 78, wherein each of said at least two 
teleosts is contained in a well of a mMtirweU^Iate. 

\80. (New) The method of claim 1, further comprising screening the agent 
for toxic activitW detecting a response in the teleost indicating toxic activity. 

81. \ (New) The method of claim 1, further comprising screening the agent 
for an ability to enharice or inhibit cell death activity by detecting a response in the teleost 
indicating an amancemW or inhibition of cell death activity. 

82. (NewO The method of claim 21, further comprising screening the agent 
for toxic activity by dete cting^ re cponsejn the teleost indicating toxic activity. 



83. (New) Thi 
staining with alkaline phosphatase 



method of clainH, wherein the teleost is bleached after 



84. (New) Thememodofjela1m21 1 wherein the method is conducted in a 



teleost in vivo. 



85. 



Jew) The method 6f claim 1, wherein the teleost is contained in a 



microtiterwell. 



86. (New) The method of clann 85, wherein the response is detected using a 
microplate reader. 

87. (New) The method of claim 21 .Wherein the teleost is contained in a 



microtiterwell. 



88. (New) The method of claim 87, whertjn the dye in at least one specific 
tissue or organ is detected using a microplate reader. 



89. (New) The me&^d of claim 43, wherein the teleost is contained i 
microtiterwell. 



in a 



